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Replace the paragraph beginning at page 42, line 19, with the following rewritten 
paragraph: 



{The term "core domain" (also referred to herein as "core") refers to the evolutionarily 



conserved domains of Sir2 or Sir2-like proteins which can be identified, for example, by the 
comparison of amino acid sequences by, for example, CLUSTAL X, BLAST, PSI-BLAST or 
FASTA algorithms. The "core domain" is the domain that shows significant identity and/or 
homology to about 240-270 amino acids of Sir2 or Sir2-like proteins (about 20-50% or higher as 
amino acid identity, see Figure 2) and/or possesses the consensus sequence GAG(V/I)S(T/V)S 
(L/C/A)GIPDFRS (SEQ ID NO:38) and YTQNID (SEQ ID NO: 28) (Brachmann, et al, Genes 
& Development 9:2888-2902, (1995)). The "core domain" of Sir2 proteins has NAD-dependent 
deacetylation and/or mono-ADP-ribosylation activities. Any protein with a "core domain" of a 
Sir2 protein, a fragment of the core domain, or any functional or structural equivalent which is 
capable of NAD-dependent deacetylation and/or mono-ADP-ribosylation of nuclear proteins is 



withinthe ^scope of the inventionj 



Replace the paragraph beginning at page 66, line 25, with the following rewritten 
paragraph^ ■ 

-TBLASTN searches were performed on the NCBI mouse EST sequence databases, 
using the amino acid sequence of ySir2p. All mouse EST sequences homologous to ySir2p were 
classified into three groups termed a, P, and y, based on the homology results from the searches. 
Three representative EST cDNA clones were purchased for three mouse homolog groups from 
Genome Systems Inc (St. Louis, MO): AA199012 for a, AA105536 for p, and AA260334 for y. 
The cDNA clones were partially or completely sequenced. All deduced amino acid sequences 
were aligned with the Clustal X program. To cover each core domain completely, amino acid 
sequences of AA137380 and AA212772 for p and y respectively, were also used. A 
phylogenetic tree of the core domains of the yeast and mouse Sir2 families was generated with 
the Clustal X and NJPLOT program by using the following amino acid sequences: position 228- 
499 for ySir2p, 174-440 for yHstlp, 1-251 for yHst2p, 26-315 for yHst3p, 65-343 for yHst4, 
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215-460 for mSir2ct, TLGL (SEQ ID NO:36) to LINKEK (SEQ ID NO: 32) for mSir2(3, and 
FGGG (SEQ ID NO:37) to LINRDL (SEQ ID NO: 33) for mSIRZyf ' ~ 



